Tyrosine phosphorylation of a 94-kDa protein associated with GRB2/ASH is implicated in the signal transduction of hematopoietic survival factors.
Grb2/Ash is an adapter molecule that contains Src-homology (SH) 2 and 3 domains. We have examined Grb2/Ash-associated proteins in hematopoietic cells, and have noted a 94-kDa phosphotyrosine-containing protein (pp94) among them. It was shown that the SH2 domain of Grb2/Ash is necessary for the binding of pp94 to Grb2/Ash from the binding experiments using the GST Fusion proteins and the phosphotyrosine analogue phenylphosphate. Tyrosine phosphorylation of pp94 was rapid and transient, and was only observed when the cells were stimulated with factors that were absolutely required for survival of the cells (survival factors). The kinase inhibitors, staurosporine and genistein, inhibit the proliferation UT-7 cells. However, genistein does not inhibit the survival of the cells while staurosporine inhibits both the proliferation and the survival of the cells. Tyrosine phosphorylation of pp94 was sensitive to staurosporine but resistant to genistein. It is possible that tyrosine phosphorylation of pp94 might be related to the survival rather than to the proliferation of the cells.